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DETAILED ACTION 

The amendment and response filed on 3-31-2006 are acknowledged. Claims 1 and 16 
have been amended. Claims 14-27 are pending. Claims 22-26 remain withdrawn fi-om 
consideration. Claims 13-21 and 27 are currently under examination. 

Claim Rejections Withdrawn 
The rejection of claims 14 under 35 U.S. C. 112, second paragraph, as being rendered 
vague and indefinite by the phrase "selection and prohferation accompanied by the specific 
elimination of particular T cells do not occur" is withdrawn in light of the amendment thereto. It 
is unclear what is meant by said term. To which "particular T cells" is Applicant referring? 
Moreover, it is unclear what is meant by the term "specific elimination" since said term is not 
explicitly defined in the specification. Finally, it is unclear whether the aforementioned limitation 
is meant to include all forms of T cell elimination (death) or merely those subsequent to selection 
and proliferation. If the later is the case, how are the different types of elimination differentiated 
from one another? 

The rejection of claim 16 under 35 U.S.C. 1 12, second paragraph, as being rendered 
vague and indefinite by the use of the phrase "the protein fi*agment essentially in a state bound to 
MHC class I or class II molecules is withdrawn in light of the amendment thereto. 

Claim Rejections Maintained 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such fiiU, clear, concise, and exact terms as to enable any person skilled in the art to which it 
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pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention 

The rejection of Claims 14-21 and 27 under 35 U.S. C. 112, first paragraph, as failing to 
connply with the enablement requirement is maintained for reasons of record The claim(s) still 
contains subject matter which was not described in the specification in such a way as to enable 
one skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and/or use the invention without undue experimentation. 
Applicant argues: 

1 . The skilled artisan is aware that proUferation typically occurs not before 24 hours of 
stimulating T cells. 

2. The protein fragments of the instant invention do not differ significantly in regards of the time 
required to be taken up by the MHC. 

3. T-cell proliferation is not expected until about 24 to 48 hours after activation. 

4. A time sufficiently short to avoid proliferation and sufficiently long to allow peptide uptake in 
the MHC-binding groove would therefore be imderstood as a time between several hours after 
stimulation, the exact time being system dependent (i.e. culture conditions etc). 

5. The literature available prior to the fiUng date gave sufficient guidance as to the time frame in 
which proliferation can be expected as it was basic knowledge to anyone skilled in the art and is 
disclosed in the instant specification as being 6 hours. 

6. Peptide loading of antigen presenting cells occurs within 30 to 45 minutes. 
Applicant's arguments have been fully considered and deemed non-persuasive. 

Applicant's arguments are directed to the establishment of the period of time between the 
uptake of peptide (activation) and the onset of proliferation. The claims however are drawn to the 
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period of time from antigen uptake to the onset of selection and proliferation accompanied by 
elimination of T cells (specific elimination of particular T cells in claim 27). Moreover, 
Applicant provides support for the lack of direction given with regard to the time between 
antigen uptake and the onset of proliferation when he states that proUferation is known in the art 
to begin 24 to 48 hours after stimulation whereas the specification clearly specifies that this time 
can be 6 hours (see page 9 of Applicant's response). 



As outhned previously, undue experimentation is a conclusion reached by weighing the 
noted factual considerations set forth below as seen in In re Wands, 858 F.2d 731, 737, 8 
USPQ2d 1400, 1404 (Fed. Cir. 1988). A conclusion of lack of enablement means that, based on 
the evidence regarding each of the factors below, the specification, at the time the application 
was filed, would not have taught one skilled in the art how to make and/or use the fiiU scope of 
the claimed invention without undue experimentation. 

The factors include, but are not limited to: 

1 . The breadth of the claims, 

2. The nature of the invention, 

3 . The state of the prior art, 

4. The level of one of ordinary skill, 

5. The level of predictability in the art, 

6. The amount of direction provided by the inventor, 

7. The existence of working examples, and 

8. The quantity of experimentation needed to make and/or use the invention based 
on the content of the disclosure. 



The instant claims are drawn to methods for identification of T-cell stimulating protein 
fragments conprising the following steps: 

• detecting an amino acid sequence of an antigen; 
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• subdividing the amino acid sequence into fragments; 

• synthesizing at least one protein fragment; 

• incubating a suspension containing T-cells with the protein fragment; 

• identifying an induced T-cell cytokine or activation of a marker by flow cytometry; 

• assigning experimental runs in which T-cells have been stimulated and the stimulation 
has been recognized by a T-cell cytokine or an activation marker. 

The aforementioned method also requires that the incubation time of the protein fragment(s) with 
cell suspension containing T cells be of a duration "sufficiently long so that the protein fragment 
or fragments are sufficiently taken up by the major histocompatibility antigen (MHC) molecules 
said taking up being sufficient when an unambiguous identification of stimulated T cells is 
possible" and "... sufficiently short so that selection and proliferation accompanied by the 
specific elimination of particular T cells do not occur". The specification is silent with regard to 
what incubation time for a given protein fragment. Moreover, the specification is silent as how 
one would determine if "particular T cells" have proUferated and elimination has occurred. 
Given that immunological (T cell) responses are antigen dependent, one would not be able to 
predict what amount of time would be sufficient for the protein fragment or fragments to be 
sufficiently taken up by the major histocompatibility antigen (MHC) molecules said taking up 
being sufficient when an unambiguous identification of stimulated T cells is possible and 
sufficiently short so that selection and prohferation accompanied by the specific elimination of 
particular T cells do not occur. Moreover, the specification provides no working examples that 
provide guidance in making such a prediction. Consequently, since the amount of 
experimentation required to determine if a given protein or protein fragment would the protein 
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fragment or fragments are sufficiently taken up by the major histoconpatibility antigen (MHC) 
molecules said taking up being sufficient when an unambiguous identification of stimulated T 
cells is possible and sufficiently short so that selection and prohferation accompanied by the 
specific elimination of particular T cells do not occur would be undue, the specification is not 
enabling for the claimed method. 



The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

The rejection of claims 27 under 35 U.S.C. 112, second paragraph, as being rendered 
vague and indefinite by the phrase "selection and proliferation accompanied by the specific 
ehmination of particular T cells do not occur" is maintained for reasons of record. Applicant has 
indicated that said claim was amended thus obviating the rejection. However, to date, no such 
amendment has been made of record. As outlined previously, it is unclear what is meant by said 
term. To which "particular T cells" is Applicant referring? Moreover, it is unclear what is meant 
by the term "specific elimination" since said term is not expUcitly defined in the specification. 
Finally, it is unclear whether the aforementioned limitation is meant to include all forms of T cell 
elimination (death) or merely those subsequent to selection and proliferation. If the later is the 
case, how are the different types of elimination differentiated from one another? 



New Grounds of Rejection 
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35 use §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his inventioa 

Claims 14-21 are rejected under 35 U.S.C. 112, first paragraph, as failing to conply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. This is a new matter rejection. 

Applicant has amended claim 14 to recite, "proliferation accompanied by the elimination of T 
cells do not occur." This phrase does not appear in the specification, or original claims as filed. 
Applicant does not point out specific basis for this limitation in the application, and none is 
apparent. The specification does not seem to provide support for the elimination of any or all T 
cell types by any given process. Therefore this limitation is new matter. 

Claim 16 is rejected under 35 U.S.C. 1 12, first paragraph, as failing to conq)ly with the 
written description requirement. The claim(s) contains subject matter which was not described 
in the specification in such a way as to reasonably convey to one skilled in the relevant art that 
the inventor(s), at the time the application was filed, had possession of the claimed invention. 
This is a new matter rejection. 
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Applicant has amended the claim 16 to recite, "the suspension comprises cells which 
present the protein fragment bound to MHC class I or class n molecules." This phrase does 
not appear in the specification, or original claims as filed. Applicant does not point out specific 
basis for this limitation in the application, and none is apparent. The specification does not seem 
to provide support for all types of antigen presenting cells. Therefore this limitation is new 
matter. 

Conclusion 

No claim is allowed. 

Applicant's amendment necessitated the new ground(s) of rejection presented in this 
Office action. Accordingly, TfflS ACTION IS MADE FINAL. See MPEP § 706.07(a). 
Applicant is reminded of the extension of time pohcy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 



Application/Control Number: 09/600,564 Page 9 

Art Unit: 1645 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Robert A. Zeman whose telephone number is (571) 272-0866. 
The examiner can normally be reached on Monday- Thursday, 7am -5:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Lynette Smith can be reached on (571) 272-0864. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for pubUshed appUcations 
may be obtained from either Private PAIR or PubUc PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov . 

Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 




ROBERT ZEMAN 
PATENT EXAMINER 



June 6, 2006 



